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CLAIMS: 



1. A vascular damaging agent which is a compound of formula IA 



A-X-B 



IA 



Wherein 

A is a substituted cv"X$tilbene moiety 
X is a linker bond, atom\or group 

B is a moiety derived frotpaffinhibi^ or action of nitric oxide in 

mammalian systems said moiety having said inhibira\properties and attached to the 
molecule by a valencvbond 



and the hydrat 




stable salts and prbdrugs thereof. 



2. A vascular damaging agent which is a compound of formula 1 



A-X-B 



Wherein 



A is a substituted c/^-stilbene moiety 
X is a linker bond, atom or group 
B is a moiety derived from an inhibitor of nitric oxide synthase said moiety having 
inhibitor properties and attached to the molecule by a valency bond 



"AMENDED SHEET 



pslil 



20 



and the hydrates, pharmaceutical acceptable salts and prodrugs thereof. 



A vascular damaging agent according to claim 2 in which the c/s-stilbene 
ty is a group of formula II 




Rl, R2^and R3 are each indepen^riy-H^g^nall^ubstituted alkoxy, optionally 
substituted alkyl or halogen 
R4 is hydrogen or cyano 

R5, R6 and R7 are each independently H. hydroxy, optionally substituted alkoxy, 
optionally substituted alkyl, halogen, amino, alkylamino, dialkylamino, cyano, nitro, 

15 carboxyl, alkanoyU atkoxycarbonyl, alkoxycstfbonytoxy, alkoxycarbonylamino, 
aminocarbonylamino, alkylaminocarbonylamino\dialky)aminocarbonylamino, 
alkylcarbonylamino, alkylsulphonyl, aminosulphoi% alkylaminosulphonyl, 
dialkylaminosutphonyl, alkylsulphonyl amino, aminosutohonylamino, 
alkylaminosulphonylamlno, dialkylaminosulphonylamin<\mercapto» alkylsulphanyl or 

20 alkylsulphinyl* 




with the proviso that at least two of Rl, R2 and R3 must be optionally substituted 
alkoxy, 

4. An agent according to either^f claims 2 and 3 in which the linker group X is a 
bond. 
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'5. An agent according to either oficlaims 2 and 3 in which the linker group is 
selected from an optionally substitutedlmethylene chain, or -(CH 2 ) n ,-Y-(CH2)a- 

herein Y is selected from -O-, -S-, -S(O)-, -SOj-.-NH-, -Nalkyl-, -CQ-, -OC(0)-, - 
NHC(0)-. -N(aIkyi)C(0)-, -WHC(0)NHi -NalkylC(0)NH-. -NalkylC(0)Nalkyl-, - 
NHSO2-, -NalkylSO,-, -NHS0 2 NH-. -NalkyISO a NH- -NalkylS0 2 Nalkyl- and - 
OC(0)0-, m is 0-3 and n is 0-3. 



6. An agent according to any one of claims 2 to 5 in which the nitric oxide 
synthase inhibitor moiety is selected from a group derived from an amino acid inhibitor 
of nitric oxide synthase, a thiocitrulline derivative, an S-alkylisothiourea derivative or 
2-aminopyridine derivative. 

An agent according to claim 6 in which the group derived from an amino acid 
inhibitor of nitric oxide synthase is a group -C(0)CH(NH 3 )-(CH 2 )p-NHC(NH)Z 
wherein iKs 1-5 and Z is alkyl. alkylamino, dialkylamino, nitroamino, hydrazino or 
alkylthio, or avgroup -NHCH(CO 2 R10HCH 2 )p-NHC(NH)Z where p and Z are as 
hereinbefore described and RIO is hydrogen or alkyl. 



8. An agent accg 

C(0)CH(NH!H<£H3)p- 
NHC(S)NH 2 . 



lira 6 in which the thiocitrulline group is - 
:(S)NH2ora^fQup -NHCH(C0 2 R1 0>(CH 2 )p- 



9. An agent ap^djrrgToclaim 
(CH 2 )p-SC 



J)NH 3 



10. 




e of S-alkylisothiourea is 



agent according to claim 6 in whicnthe derivative of 2-aminopyridine is 4- 



methyl-^-pyridinylamino. 

11. An agent according to claim 2 wherein the compound is 
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Wherein 

Rl, R2/R3, R4, X and B are as hereinbefore described 
R8 is alkyl>amino, hydroxy, alkoxy or halogen 

12. An agentsaccording to claim 1 1 wherein the compounds are of formula III 
wherein Rl, R2, r \ R4, are as hereinbefore described, R8 is alky), amino, hydroxy, 
alkoxy or halogelnXHs -O-or^Nffc-atjdB is a group -C(0)CH(NH 2 )-{CH 2 )p- 
NHC(NH)Z|Wherein p\ 1-5 and Z is alkyl^alkylamino, dialkylamino, nitroamino, 
hydrazino oAalkylthio or iWoup -NH^^CQ^10)-(CH z )p-NHC(NH)Z where p, Z 
and RIO are a\h^erei'nbefore described . 

13. An agent acco rding to claiffluLwheremi the agent is of formula 



R2' R1\ R9 

V IV' 
Wherein 

Rl, R2 and R3 are as hereinbefore described 
R9 is alkyl, alkoxy or halogen 
Xj isOorNH 

Bi is a group -C(0)CH(NH 2 )-(CHj)p-NHC(NH)Z wherein p is 1-5 and Z is alkyl, 
atkylamino, dialkylamino, nitroamino, hydrazino or alkylthro. 



14. An agent according to claim 2 which is selected from 
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(Z>H4-Methoxy-3-N G -nitroa^ 
(^-N-[2-m<*hoxy-5-[2-(3,^ 
{troarginine methyl ester 

(2>N-[2-methoxy-5 -[2-(3 ^.S-trimethoxyphenyOethenylJphenoxycarbonyllN 0 - 
nitroafcginine 

(Z)-N-^nethyl-5-[2<3,4 3 5-tiimeth ' I ^ ffl 

rutroarginirt^methyl ester ^ 
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15. Use of a substituted stilbene compound in preparation of a medicament for the 
treatment of diseases involving neovascularisation characterised in that the stilbene 
compound is of formu la IA 




Wherein 



A is ^substituted c/ivstilbene moiety 
a linker bond, atom or group 
is a moiety derived from an inhibitor of the\formation or action of nitric oxide in 
nammalian systems said moiety having inhibitor properties and attached to the 
tiolecule by a valency bond ■ 



25 and the hydrates, pharmaceutical^ acceptable salts and prodrugs thereof. 

16. Use of a substituted stilbene compound in preparation of a medicament for the 
treatment of diseases involving neovascularisation characterised in that the stilbene 
compound is of formula 1 



30 
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A-X-B 
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A is a substituted c/s-stilbene moiety 
X is a linke^bond, atom or group 

B is a moiety derived from an inhibitor of nitric oxide synthase said moiety having 
inhibitor pr operate* and attached to the molecule by a valency bond 



and the hydrates, pharmaceutical^ acceptable salts and prodrugs thereof. 

17. A method for the treatment of diseases involving neovascularisation 
15 characterised by the administration of a stilbene cteri\(ative of formula I 
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Wherein 

/ 



A $ a substituted cAv-stilbene moiety 
X is a linker bond, atom or group 

B i^amoiety derived from an inhibitor of the formation or action of nitric oxide in 
mammalian systems said moiety having inhibitor properties and attached to the 
molecule by a valency bond 
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and the hydrates, pharmaceutical^ acceptable salts and prodrugs thereof. 

18, A method for the treatment of diseases involving neova^larisation 
characterised by the administration of a stilbene derivative of formula I 



A-X-B 




Wherein 



A is a substituted c?/.sr-stilbene^moiety 
X is a linker bond 7 jatom^CgCP.Ul 

B is a moiety^ierived from an inhibitor of nitrlc^xide^yiitha^e said moiety having 




inhibitor properties and attached to the molecule by a valencyBond 



and the hydrates, pharmaceutical!/ acceptable salts.and prodrugs thereof. 






